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CLAIMS 

An antibody which catalyzes hydrolysis of fl-amyloid, 
a predetermined amide linkage. 

The antibody of Claim 1 which catalyzes hydrolysis of 
the amide linkage between residues 39 ^rfd 4 0 of fl- 
amyloid. 

The antibody of Claim 1 which catalyzes hydrolysis of 
the amide linkage between residues 4 0 and 41 of fl- 
amy loid. 



The antibody of Claim 1 /which catalyzes hydrolysis of 



the amide linkage between re 
amyloid. 




Les 41 and 42 of fl- 



The antibody of (claim 1 Which pfcef erentially binds a 
transition stafce analog /whijzfi njimics the transition 
state adopted^ by fl-amyJroid during hydrolysis at a 
predetermined amide linkage, ajid also binds to natural 
fl-amyloid /with sufficient affinity to detect using an 
ELISA. 



The antibody of Claim 1 which preferentially binds a 
transition state analog which mimics the transition 
state adopted by fl-amyloid during hydrolysis at a 
predetermined amide linkage, and does not bind natural 
fl/amyloid with sufficient affinity to detect using an 
ELISA. 
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A vectorized antibody which is characterized byJZne 
ability to cross the blood brain barrier and/tfne 
ability to catalyze the hydrolysis of j3-ara^loid at a 
predetermined amide linkage. / 

The vectorized antibody of Claim 7 Wnich is a 
bispecific antibody. / 

The vectorized antibody of Claim 8 which has a first 
specificity for the transferrin receptor and a second 
specificity for a transition state adopted by j3-amyloid 
during hydrolysis. / A 

The vectorized antibody of Claim 9 which catalyzes 
hydrolysis of jS-amyloid between residues 3 9 and 40. 

A method for segues tering^fr^e jS-amyloid in the 
bloodstream oy an animal, comprising the steps: 

a) providing antibodies specific for jS-amyloid; and 

b) intravenously administering the antibodies to the 
animaLL in an amount sufficient to increase 
retention of //3-amyloid in the circulation. 

A method for sequestering free j3-amyloid in the 
bloodstream of an animal, comprising the steps: 

a) / providing an antigen comprised of an epitope which 
/ is present on endogenous j3-amyloid; and 

b) / immunizing the animal with the antigen of step a) 

/ under conditions appropriate for the generation of 
I antibodies which bind endogenous 0-amyloid. 



A method for reducing levels of jS-amyloid in the brain 
of an animal, comprising the steps: 



a) providing antibodies specific for jS-amyl< 
endogenous to the animal; and 

b) intravenously administering the antibodies to the 
animal in an amount sufficient to /increase 
retention of j3-amyloid in the circulation of the 
animal . 



The method of Claim 13 wherein/fche antibodies specific 
for /3-amyloid are catalytic antibodies which catalyze 
hydrolysis of j3-amyloid at jk predetermined amide 
linkage . 



The method of Claim 13/where^ 
monoclonal . 



The method of Clai, 
polyclonal . 



13 wherein the antibodies are 




the antibodies are 



The method of /Claim y5wherefin the antibodies 
specif xcblIIy/ recognize epitopes on the C-terminus of /?- 
amyloid^^. 

A method/ for reducing levels of /?-amyloid in the brain 
of an animal, comprising the steps: 

a) providing an antigen comprised of an epitope which 
is present on jS-amyloid endogenous to the animal; 
and 

b) / immunizing the animal with the antigen of step a) 
under conditions appropriate for the generation of 
antibodies which bind endogenous j3-amyloid. 



The method of Claim 18 wherein the antigen i/S a 
transition state analog which mimics the transition 
state adopted by j3-amyloid during hydro^^ysis at a 
predetermined amide linkage, 

The method of Claim 18 wherein th^ antigen is comprised 
of A/3 10 _ 25 . 

The method of Claim 19 wherein the antibodies 
generated have a higher affinity for the transition 
state analog than for natural j3-amyloid. 



The method of Claim lJVwherein the antibodies generated 



catalyze hydrolysis of ei 



inf. 



ogenous /?- amyloid. 



thp formation of amyloid 
-animal, comprising the 



A method for prevent ii 
plaques in the Qaram 
steps : 

a) providing an antigen bomprised of an epitope which 
is present on/jS-amyloid endogenous to the animal; 
and 

immunizing the animal with the antigen of step a) 
un^er conditions appropriate for the generation of 
antibodies which bind endogenous j3-amyloid. 



b) 



The /method of Claim 23 wherein the antigen is a 
transition state analog which mimics the transition 
stzfate adopted by j8-amyloid during hydrolysis at a 
redetermined amide linkage. 



A method for reducing levels of circulating 0-amyloid 
in an animal, comprising the steps: 
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a) providing an antigen comprised of an epitope w}*ich 
is a mimic of a predetermined hydrolysis 
transition state of a j3-amyloid polypepti; 
endogenous to the animal ; and 

b) immunizing the animal with the antigefi of step a) 
under conditions appropriate for t#e generation of 
antibodies to the jS-amyloid hydrolysis transition 
state . 



26. 
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27. 



A method for reducing levels oy circulating ^-amyloid 
in an animal, comprising the /steps: 

a) providing antibodies which catalyze the hydrolysis 
of j8-amyloid endogenous /to the animal; and 

b) intravenously admi/ii;s taring the antibodies to the 
animal . 



formation of amyloid 
animal, comprising the 



A method for preveFfti^q th 
plaques in the b^ain/of an 
steps : 

a) providing/ antibodies which catalyze hydrolysis of 
/?-amyloixi produced by the animal at a 
predetermined amide linkage; and 

b) administering the antibodies to the animal in an 
amOyUnt sufficient to cause a significant reduction 
iry j8-amyloid levels in the blood of the animal. 



28. A method for reducing levels of (3-amyloid in the brain 
of an animal, comprising the steps: 

a) / providing vectorized bispecific antibodies 
competent to transcytose across the blood brain 
barrier, which catalyze hydrolysis of jS-amyloid of 
the animal at a predetermined amide linkage; and 

b) intravenously administering the antibodies to the 
animal . 



The method of Claim 28 wherein the vectorized 
bispecific antibodies specifically bind tne transferrin 
receptor. / 



The method of Claim 28 wherein the ytf-ectorized 
bispecific antibodies catalyze hydrolysis of the amide 
linkage between residues 39 and/40 of j8-amyloid. 



A method for disaggregating/amyloid plaques present in 
the brain of an animal copr(prising the steps: 



a) providing vectorized 
competent to tra 
barrier, which cfat/alyz 
produced by the Animal 
linkage; and 

b) intravenously Administ 



ispecif ic antibodies 
tose across the blood brain 
a hydrolysis of jS-amyloid 
at a predetermined amide 



animal in /an 



significant i/edutftion 
brain ol the/ animal . J 



sring the antibodies to the 
uCficient to cause 



in /?-amyloid levels in the 



A method for disaggregating amyloid plaques present in 
the brain/ of an /animal, comprising the steps: 

a) providing antibodies which catalyze hydrolysis of 
j3-amyloid produced by the animal at a 
predetermined amide linkage; and 

b) Administering the antibodies to the animal. 



A method for/ generating antibodies which catalyze 
hydrolysis pf a protein or polypeptide comprising the 
steps : 

a)/ providing an antigen, the antigen being comprised 
of an epitope which has a statine analog which 
mimics the conformation of a predetermined 
hydrolysis transition state of the polypeptide; 
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b) immunizing an animal with the antigen uilaer 
conditions appropriate for the generation of 
antibodies to the hydrolysis transition state- 

The method of Claim 33 wherein tjace protein is j8- 
amyloid. 



A method for generating afitibodies which catalyze 
hydrolysis of a proteimor polypeptide comprising the 
steps 

a) providing an/&n£ihen, the antigen being comprised 
of an epitope /which has a reduced peptide bond 
analog wlaichZm±x4ttS~~~£he conformation of a 
predet^rmir}6d hydrolysis transition state of the 
pol] 

b) imgrtunizd^g an animal with the antigen under 
ndit/ons appropriate for the generation of 

odies to the hydrolysis transition state. 



The method of Claim 35 wherein the protein is j8- 
'amyloid . 



